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Merck & Co., Inc., is a leading worldwide, human health product company. Merck’s 
corporate strategy -- to discover new medicines through breakthrough research -- 
encourages us to spend more than $2 Billion, annually, on worldwide Research and 
Development (R & D). Through a combination of the best science and state-of-the-art 
medicine, Merck’s R & D pipeline has produced many of the important pharmaceutical 
products on the market, today. 

Merck supports regulatory oversight of product development that is based on sound 
scientific principles and good medical judgment. Regulators must be reasonable, unbiased 
and efficient when they review the quality, effectiveness and safety of our products. It is 
in both of our interests to see that important therapeutic advances reach patients without 
unnecessary or unusual delays. 

In the course of bringing our product candidates through developmental testing, clinical 
trials, and ultimately to the marketplace, Merck frequently participates in open Advisory 
Committee meetings which are the subject of this draft guidance. Indeed, over the past 6 
years, Merck has participated in approximately 9 open Advisory Committee meetings 
during which our pending applications were reviewed. For this reason, we are very 
interested and well qualified to comment on this draR guidance regarding the disclosure of 
information that is provided to open CDER Advisory Committees regarding the testing or 
approval of new drugs. 

General Comments 

We commend the U.S. FDA for examining this difficult issue. However, Merck has 
serious concerns about this draft guidance as written and, if implemented as written, its 
impact on the sponsor’s ability to provide Advisory Committees with comprehensive and 
meaningful scientific information regarding new drug candidates as part of Advisory 
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Committee packages. It is Merck’s position that much of the detailed, comprehensive, 
and issue-oriented information historically provided in sponsors confidential Advisory 
Committee background packages (hereafter referred to as Packages) would no longer be 
provided in these Packages if this draft guidance is implemented as written. This position 
is discussed further below. 

Specific Comments 

I. Preamble-Federal Register (FR) Notice 

Merck commends CDER on the thoroughness of the data that were used to 
estimate the annual information collection burdens with regard to this guidance 
document and does not disagree with the estimates provided. 

II. Guidance Document 

1) Pages 3-5, Sections A-C 

The intent of a sponsor’s Package is to provide an in-depth review of all pertinent 
information regarding the preclinical and clinical development of a new drug 
candidate to the Advisory Committee members, who are scientifically 
sophisticated experts, in advance of the meeting. Members of Advisory 
Committees are best served by receiving in-depth, issue-oriented packages to 
acquaint themselves with the development program issues prior to the meeting 
and thereby are prepared to participate fully in the meeting discussions. In order 
to provide this detailed information to the Advisory Committee, Merck’s 
Packages have routinely included information that this draft guidance identifies as 
being fully disclosable to the public, but which we believe would cause 
substantial competitive harm if disclosed, such as: 

l summaries of non-pivotal safety and effectiveness data 
l summaries of any safety and effectiveness data that relate to anything other 

than a) the indication to be discussed in open session of the advisory 
committee meeting, and b) anything else the sponsor anticipates will be 
discussed in the open session 

l summaries of adverse reaction data 
l clinical and pre-clinical protocols 
l identification of clinical investigators 

Additionally, in order to provide the Advisory Committee with full information 
about the new drug candidate, our packages have routinely included proposed 
draft labeling which we also consider to be exempt from public disclosure. 
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In the draft guidance, CDER strongly encourages sponsors to submit Packages 
that do not contain any information that the sponsor asserts is exempt from 
disclosure under the Freedom of Information Act (FOIA) and thus would be 
publicly disclosable in their entirety. CDER’s preference to receive fully 
disclosable sponsor Packages is evident from the required submission timelines 
outlined in the draft guidance for fully releasable sponsor Packages (i.e., 21 
business days prior to the meeting vs. sponsor Packages containing disclosure- 
exempt material (48 business days prior to the meeting). Thus, with the 
implementation of this draft guidance as written, much of the detailed and issue- 
oriented information previously provided in confidential Packages would no 
longer be provided, given both the timeline and disclosure constraints cited above. 
Consequently, the resulting Package will be less useful and less informative to the 
Advisory Committee in preparation .for the meeting. 

2) Pages 4-5. Section C, paragraph 2, second line: 

“Although full reports of safety and effectiveness data might be used by a 
competitor to support approval of a competing product, a summary could not be 
so used and, therefore, generally does not constitute confidential commercial 
information. ” 

Page 5. Section C, paragraph 4, 1” line: 

“Ordinarily the following materials in advisory committee packages will be 
considered disclosable, unless they contain information that the sponsor 
demonstrates will cause substantial competitive harm ifdisclosed. ” 

These sentences are not clear and may not be accurate; they may mislead 
companies inexperienced with presenting data before Advisory Committees into 
declaring a summary as non-confidential incorrectly. In the context of a sponsor’s 
Package that includes information intended to be released on slides at an Advisory 
Committee meeting, these statements may be considered generally true. 
However, there are many instances when summary data per se could be used to a 
competitive advantage. 

The vast majority of the information CDER proposes to release falls within 
Exemption 4 of the FOIA, 5 U.S.C. Section 552b c(4) (FOIA). The Federal 
Advisory Committee Act (FACA), 5 U.S.C. App. 11 Section 10(b), which 
obligates the FDA to make briefing packets publicly available at or before the 
Advisory Committee Meeting, does not apply to these materials. Also, the 
Federal Trade Secrets Act, 18 U.S.C. Section 1905, prohibits their public 
disclosure. 
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Material submitted voluntarily to an agency is confidential and within Exemption 
4 of FOIA if it is “of a kind that would customarily not be released to the public 
by the person from whom it was obtained.‘” Briefing packets are voluntarily 
submitted by pharmaceutical companies to CDER for use by Advisory 
Committees. No statute, regulation, or agency policy requires a sponsor to 
prepare or submit a briefing packet in connection with an Advisory Committee 
meeting, nor does any regulation dictate the contents of such packets. Moreover, 
it is beyond dispute that sponsors do not customarily release to the public their 
safety and effectiveness data, protocols, adverse events, names of investigators, 
proposed indications, or draft labeling. Accordingly, under the Critical Mass test, 
these items are within Exemption 4. 

These items also satisfy the legal requirement for Exemption 4 that applies to 
information required to be submitted to the government. Such information is 
within Exemption 4 if its disclosure would cause “substantial competitive harm” 
to the submitter*. Disclosure of safety and effectiveness data beyond what is 
discussed at the Advisory Committee meeting, and disclosure of protocols, 
adverse events, names of investigators, proposed indication, and draft labeling 
would cause substantial competitive harm to NDA applicants. All of this 
information could be used by competitors to eliminate the time and effort 
otherwise required to bring a competing product to market or would allow a 
competitor to develop programs for competitive products sooner than they 
otherwise could. 

Merck Recommendation: These sentences should be revised as follows: 

“Although full reports of safety and effectiveness data might be used by a 
competitor to support approval of a competing product, a summary of data, 
as presented on a slide, might not be so used and, therefore, generally does 
not constitute confidential commercial information. ” 

“Ordinarily the following materials in advisory committee packages will be 
considered disclosable when provided in the format of a slide for presentation 
at the meeting. There may be instances when thev contain information that 
the sponsor demonstrates will cause substantial competitive harm if 
disclosed. ” [Emphasis Added] 

’ Critical Mass Energy Project v. Nuclear Regulatory Cornm’n, 975 F.2d 871, 879 (D.C. Cir. 1992) 
’ National Parks & Conservation Ass’n v. Morton, 498 F.2d 770 (D.C. Cir. 1974); Critical Mass, 975 F.2d 
at 878-80. 
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Although it is understood that Advisory Committees report to the Office of the 
Commissioner (so as not to be biased by allegiance to the Review Divisions) and 
that they are organizationally situated within the umbrella of FDA’s executive 
staff, the following disclaimer may seriously mislead those to whom the 
information is released: 

“i’lte statements contained in this document are those of the product’s 
sponsor, not FDA, and FDA does not necessarily agree with the sponsor’s 
statements. FDA has not made jkxzl &termination about the safety or 
effectiveness of the product described in this document. ” 

This sentence conveys an imprimatur of review at FDA at a level significantly 
higher than CDER and significantly higher than may be the case at the time the 
information is released. For example, one might assume that review of the 
application has included examination by the Office of General Counsel (OGC), 
since the OGC also resides outside of CDER but within the umbrella of FDA’s 
executive staff functions. In fact, at the time of an Advisory Committee meeting, 
it would be very unlikely that an application would have undergone legal review 
and CDER’s review may only have been conducted at the first technical level. 
Therefore, the disclaimer may be exceedingly broad and misleading and should be 
changed to limit its impact to the areas that have properly been involved in review 
of the application at the time the information is disclosed. Further, this disclaimer 
may overstate or overemphasize disagreement between the sponsor and CDER 
about the application, rather than convey that some agreement has been achieved 
through this intensive process. 

Merck Recommendation: Merck recommends a revised statement in the guidance 
as follows: 

“The statements contained in this document are those of the product’s 
sponsor, not of CDER, and CDER does not necessarily agree with all the 
sponsor ‘s statements. CDER has not made a final determination about the 
safety or effectiveness of the prodixt described in this document. ” [Emphasis 
Added] 

4) Page 7. Section V.. A---Fully Releasable Snonsor Submissiom 

It is not clear why there is a difference of four days between the time that the 
sponsor’s fully releasable package (22 days prior to the meeting) and the division’s 
unredacted package (18 days prior to the meeting) are sent to Advisory Committee 
members. (Since the division’s package is unredacted, the additional time is not 
used for redaction.) In addition, it is also not clear why the sponsor does not 
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receive the unredacted review division’s Package for review and comment at the 
time it is sent to Advisory Committee members. Experience indicates that early 
review division’s Packages, often created in haste to accommodate time schedules 
like these, often contain conclusions from preliminary data or cursory reviews 
which, when discussed and evaluated more closely, are often found to be 
inaccurate or speculative. 

In the interest of full disclosure of the issues before the Advisory Committee 
meeting, it would be reasonable to assume that all issues should be known to 
sponsors so that an appropriate Package may be created and sent to Advisory 
Committee members. In this regard, there should be no reason why the 
unredacted review division’s Package should not be disclosed to the sponsor, since 
it will likely contain information (pertaining to content and tone) that will be 
material to the sponsor’s preparations for the meeting. 

Merck Recommendation: 

The guidance should be revised to state that the review division’s Package will 
be released to the sponsor in the unredacted form at the same time it is sent to 
Advisory Committee members. Alternatively, since sponsors are being 
encouraged to submit packages not requiring redaction, perhaps the review 
division should be encouraged to do the same. This should require supervisory 
review of the primary reviewer’s technical report earlier in the review process. 

5) Pane 7. Section V.. A #lO 

This guidance is not binding on sponsors and it is not in the interest of sponsors 
(nor is it the obligation of sponsors) to release copies of their Advisory Committee 
Packages to the public. 

Merck Recommendation: The following statement should be deleted fi-om the 
draft guidance: 

“sponsors are encouraged to bring to the meeting, for public distribution, a 
reasonable number of hard copies of the slides they will be presenting. ” 

6) Pages 8-9. Section V.. B. Re: sponsor Packages Requiring Redaction 

The draft guidance cites different submission timelines for fully releasable sponsor 
packages (21 business days prior to the meeting) vs. sponsors packages containing 
disclosure-exempt material (48 business days prior to the meeting). In our 
experience, the 48 business day timeframe required for submission of sponsor 
materials considered to be exempt from disclosure is not practical within the time 
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constraints of the typical NDA review process. A comprehensive and reader- 
friendly Package requires a minimum of 6 to 10 weeks to draft and to navigate 
internal (within company) review, revisions, approval and final assembly before 
release for CDER review. Under this time constraint, the sponsor would be 
expected to begin drafting this document as much as five months before a 
projected Advisory Committee meeting date, assuming that the date or even the 
need for an Advisory Committee hearing has been established that far in advance. 
If one assumes a 10 month or standard review period, very few of the issues 
relating to the application would have been identified by the CDER review team as 
potential topics for Advisory Committee deliberation at this juncture in the review 
process. 

While it is reasonable to expect that many of the issues encountered can be readily 
predicted during pre-submission meetings with sponsors, often significant 
unanticipated issues arise later in the process after reviewers have had the 
opportunity to review the application in depth. For this reason, it is not realistic to 
expect that sponsors would be able to provide a completed package that addresses 
all potential issues 48 business days prior to the Advisory Committee meeting date. 
The requirement to submit a disclosure-exempt package 48 business days prior to 
the meeting may eliminate the sponsor’s ability to address pertinent issues in the 
Package, thereby denying Advisory Committee members the opportunity to 
review the sponsor’s data or views on these issues in advance of the meeting. 

For applications which may receive priority review, i.e., where the time frame for 
review would be targeted for 6 months, the decision to present the application to 
an Advisory Committee will need to be made at the time the application is 
submitted and a disclosure-exempt Package would need to be submitted soon after 
the application is filed, -- two conditions which may be virtually impossible to 
achieve. [See additional comments about the impact of this draft guidance on 
priority reviews in Comment 7, below.] 

Merck Recommendation: 

In order for sponsors to continue to provide Advisory Committees with issue- 
oriented Packages, the draft guidance should stipulate identical timelines for 
fi~lly disclosable and disclosure-exempt sponsor Packages, with all necessary 
redaction review and discussion activities occurring subsequent to the 
submission to the sponsor’s Package, 21 business days prior to the meeting. If 
this recommendation cannot be implemented, the following alternative may 
provide an acceptable alternative. 

Experience indicates that most potentially redactable elements of a Package are 
discrete sections or topics rather than individual words or phrases. Thus, it 
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should be possible for the sponsor and CDER to agree on those elements 
without having a completed Package. In this alternative scenario, the sponsor 
would have the option to identify and justify in general terms the elements of 
the Package that should be redacted, for CDER’s consideration in the 
timeframe stipulated by the draft guidance, i.e., 48 days in advance of the 
meeting date. Once general redactions are agreed upon, the sponsor could 
submit the completed Package that addresses all these issues on a time frame 
that resembles that for a fully releasable package. Acceptance of these terms 
would require a sponsor’s commitment not to subsequently claim or identify 
additional redactable material without also jeopardizing the timing of the 
Advisory Committee meeting and possibly extending the review clock as a 
consequence. At the same time, this compromise would require that no new 
information be requested to be included in the Package by CDER staff. 

This alternative represents a reasonable compromise between the need to have 
sufficient time for CDER assessment of proposed redactions and the realities of 
including new issues during that stage of the NDA review process. 

Additionally, the timelines for submission of CDER’s Package to Advisory 
Committee members fail to give the sponsor adequate opportunity to challenge the 
inclusion of exempt material in the CDER Package before the unredacted version 
is provided to the Advisory Committee, 18 business days prior to the meeting. 
According to the draft guidance timelines, the sponsor does not receive a redacted 
version of the CDER Package until 14 business days prior to the meeting, thereby 
precluding any discussion between the sponsor and CDER regarding possibly 
exempt material within the CDER package prior to its dissemination to the 
Advisory Committee. The draft guidance also states that all discussions between 
CDER and the sponsor regarding redactions in the CDER package must be 
completed within 6 business days (between 14 days and 8 days prior to the 
Advisory Committee meeting) and that the sponsor be notified of CDER’s decision 
regarding redactions on the same day that the redacted Package is sent to the 
Advisory Committee (i.e., 7 days prior to the meeting). 

Merck Recommendation: 

Merck’s experience indicates that it would be prudent for the guidance to be 
revised to state that the CDER package will not be distributed to the Advisory 
Committee, either in unredacted or redacted form, until there is agreement 
between CDER and the sponsor on inclusion of exempt material to avoid 
unnecessary inaccuracies and potential contradictions on statements made in 
public at the meeting. 



RE: pocket No. 99D-4959 Page 9 
Proposed [or Fmk” Rule/Guidance: Draft Guidance for Industry on Disclosing Information 
Provided to Advisory Committees in Connection with Open Advisory Committee Meetings Related 
to the Testing or Approval of New Dntgs and Convened by the Center for Drug Evaluation and 
Research, Beginning on January 1,200O 

7) Page 10, Section V.. C.. Effect on Review Clock for Prioritv Reviews 

Merck strongly objects to the inclusion in the drawl guidance of CDER’s stipulation 
that review time for priori@ review applications will be extended by 2 months if a 
disclosure-exempt sponsor’s Package is submitted. The decision to review an 
application under priority time frames is dependent upon patient need (no 
alternative therapy) and reapplication of existing CDER resources to the review of 
the application in question. There should be no “tacit” decision to extend the 
review clock inferred by any of the following: 

l a decision by CDER to require Advisory Committee review of a priority 
application; 

or, 
l acceptance by an applicant of CDER’s decision to require Advisory 

Committee review of an application that may otherwise receivepriority review; 
and/or, 
l the sponsor’s decision to submit material requiring redaction. 

This provision conveys authority in a non-binding draft guidance that contradicts 
agreements set up under the Prescription Drug User Fee Act or PDUFA II’, which 
is binding because it is law. This guidance does not diminish patient need nor does 
it change CDER resources, other than to require reallocation of those resources 
(provided for under PDUFA II) to different task(s), e.g., more persons to redact in 
shorter time frame or at an earlier timeframe. Since it is very likely that a priority 
application will require an Advisory Committee meeting for one or more of the 
usual reasons (e.g., unique product characteristics, first in its class, etc.), this 
provision of the draft guidance is counterproductive to the priority review of 
applications for drugs for which there may not be adequate alternative therapy(ies) 
available to patients. 

In effect, by this provision, CDER is stating in this drafl guidance that a sponsor 
should not bother to request priority review of an application for a product with an 
important medical need, but which may be complicated and require both an 
Advisory Committee meeting and the dissemination of a disclosure-exempt 
Package for the meeting, since the time expected to be saved will be lost via this 
extension, Further, since this extended timeline will encourage sponsors to submit 
briefing packages that are fully disclosable, those packages will not provide to the 
Advisory Committee the appropriate issue-oriented, in-depth information on the 
new drug candidate which may be required to address concerns raised by CDER 
about this application. 

3 Subtitle A of Food and Drug Administration Modernization Act of 1997 or FDAMA 
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Since the sponsor has very little say, if any, in the matter of CDER’s decision to 
take an application to an Advisory Committee meeting, this guidance should not 
automatically be punitive to the sponsor for agreeing to participate in such a 
meeting or for agreeing to submit information that is disclosure-exempt. Nor 
would it be in the interest of patients to delay priority applications for therapies 
without adequate market alternatives from reaching the market. 

Merck Recommendation: 

This 2-month extension provision should be deleted from the guidance because 
this provision has no basis in law and would violate FDA’s commitments under 
PDUPA II. Merck suggests that CDER consider reallocation of resources to 
address prior@ reviews in the agreed upon time frames stipulated by PDUPA 
II. 

Summary 

This drawl guidance addresses the difficult and complex issue of public disclosure of 
Packages prepared by sponsors and CDER. With the implementation of this draft guidance 
as written, much of the detailed, comprehensive and issue-oriented information, previously 
provided by sponsors in confidential Packages, would no longer be provided, due to the 
timeline and disclosure constraints cited above. The resulting packages will ultimately be 
less useful and less informative to the Advisory Committee and would not be in the 
Committee’s best interests. Merck opposes the extension of the review timeline for 
priority applications by 2 months, to accommodate redaction of disclosure-exempt 
sponsor Packages. We believe this extension is not founded in law and is unethical when 
one considers that it would delay marketing approval of prior@ applications, those for 
which no adequate alternative therapies may be available for patients. 

We welcome the opportunity to comment on this guidance and, if appropriate, to meet 
with you to discuss these issues. 

Sincerelv. 

Bonnie J. Goldmann, M.D 

U:udoss\admin\ACDisclosureCom4.doc 
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